. Microscopy and method of Image J analysis of amyloid deposition. Lateral rows of photomicrographs were taken of coronal sections in a manner that ensured minimal overlap between each photomicrograph and corresponding anatomical areas in each hemisphere. Hoechst nuclear staining was used as a tool to scroll through sections, allowing for minimal overlap between each photomicrograph, and then the image was taken with the appropriate fluorescence. After all photomicrographs of the section were taken, they were montaged into a full coronal picture of the section, with the outline of each photomicrograph displayed (Axiovision 4.7 Panorama Module software). Photomicrograhs were then selected for analysis from each hemisphere (Fig. 6A) . The histogram of each photomicrograph was analyzed and the resulting means and standard deviations were entered into a spreadsheet. One photomicrograph of the section was then thresholded to select the amyloid plaques. This thresholded value was used in the spreadsheet to normalize the threshold values of the other photomicrographs to the same standard deviation from their respective histogram mean (Fig. 6B) . Each photomicrograph was then analyzed for Area, Perimeter, Feret Diameter, and Integrated Density values from their predetermined threshold values. Any threshold-selected data which came in contact with the edges of any photomicrograph were deleted via the Image J "Analyze Particles" dialogue box, so that overlap of photomicrographs did not allow quantification of any amyloid deposition more than once. Within the Image J "Analyze Particles" dialogue box, the Oultines mask was also selected to visually confirm that the plaques were quantified accurately (Fig. 6C) . This Outline mask also numbered each plaque, which was used for selecting and eliminating artifact from the results. The results from each individual photomicrograph were copied into a 2nd separate spreadsheet, such that the data were separated into their respective hemispheres (CSF-treated versus artificial cerebrospinal fluid-treated). After all photomicrographs from a coronal section had been analyzed and data entered into the spreadsheet, the Area and Perimeter values were totaled and averaged. The Feret Diameter and Integrated Density values were also averaged. The overall data from each section (sums and averages) were then entered into a 3rd spreadsheet . A total of 5 sections per mouse, anterior to posterior, were analyzed and entered into this 3rd spreadsheet. A total of 4 mice per intrahippocampal-injected CSF were analyzed. Significance per mouse and over all 4 mice per CSF was determined by paired Students ttest with p values < 0.5 considered significant. Supplementary Fig. 6A . Coronal section taken at 10X, showing demarcation of individual photomicrographs to be analyzed for amyloid deposition. Supplementary Fig. 6C . Example of the Oultines mask and underlying ImageJ spreadsheet data. Supplementary Fig. 7 . Behavioral Tasks. Radial Arm Water Maze. For the RAWM task of spatial working memory, an aluminum insert was placed into a 100cm circular pool to create 6 radially-distributed swim arms emanating from a central circular swim area. An assortment of 2-D and 3-D visual cues surrounded the pool. The number of errors prior to locating which one of the 6 swim arms contained a submerged escape platform (9 cm diameter) was determined for 5 trials/day. There was a 30-min time delay between the 4th trial (T4; final acquisition trial) and 5th trial (T5; memory retention trial). The platform location was changed daily to a different arm, with different start arms for each of the 5 trials semi-randomly selected from the remaining 5 swim arms. During each trial (60 s maximum), the mouse was returned to that trial's start arm upon swimming into an incorrect arm and the latency time required to locate the submerged platform was recorded. If the mouse did not find the platform within a 60-s trial, it was guided to the platform for a 30-s stay. The numbers of errors and escape latency during trials 4 and 5 are both considered indices of working memory and are temporally similar to standard registration/recall testing of specific items used clinically in evaluating AD patients. Cognitive Interference Task. This task was designed to mimic, measure-for-measure, a cognitive interference task recently utilized clinically to discriminate between normal aged, MCI, and AD patients. The task involves two RAWM set-ups in two different rooms, with two sets of visual cues different from those utilized in standard RAWM testing. The task requires animals to remember a set of visual cues (in RAWM-A), so that following interference with a different set of cues (in RAWMB), the initial set of cues can be recalled to successfully solve the RAWM task. Five behavioral measures were examined: A1-A3 (Composite three-trial recall score from first 3 trials performed in RAWM-A), B (proactive interference measure attained from a single trial in RAWM-B), A4 (retroactive interference measure attained during a single trial in RAWM-A), and A5 (delayed-recall measure attained from a single trial in RAWM-A following a 20-min delay between A4 and A5). As with the standard RAWM task, this interference task involves the platform location being changed daily to a different arm for both RAWM set-ups. For A1 and B trials, the animal is initially allowed one minute to find the platform on their own before being guided to the platform. Then the actual trial is performed in each case. As with the standard RAWM task, animals were given 60 s to find the escape platform per trial, with the number of errors and escape latency recorded per trial.
